and their B cells (13, 14, 16, 20) (4) also demonstrated the presence of a 2-keto-3-deoxy sugar in the polysaccharide fraction from the group antigen which was similar, although not identical, to the 2-keto-3-deoxyoctanoic acid in Salmonella enteritidis LPS.
C3H/HeN mice respond normally to endotoxin, whereas the closely genetically related C3H/HeJ strain of mice (3, 14, 15, 20) and their B cells (13, 14, 16, 20) and macrophages (6, 13) express a markedly reduced capacity to respond to the effects of endotoxic lipopolysaccharide (LPS). A biological system is thus available for determining the presence of endotoxic LPS in a particular microbial organism. Investigators studying Chlamydia sp. have demonstrated the similarity in biochemical composition of chlamydial elementary body (EB) walls to the walls of gram-negative bacteria (7, 9) and have identified a lipid-polysaccharide-protein complex responsible for chlamydial group antigenicity (1, 4, 5, 11) . Dhir et al. (4) also demonstrated the presence of a 2-keto-3-deoxy sugar in the polysaccharide fraction from the group antigen which was similar, although not identical, to the 2-keto-3-deoxyoctanoic acid in Salmonella enteritidis LPS.
Such findings suggest the possibility of a chlamydial endotoxin. The studies described in this report deal with the interaction of Chlamydia psittaci EB with normal female mice of both the C3H/HeN strain (Division of Research Services, National Institutes of Health, Bethesda, Md.) and the C3H/HeJ strain (Jackson Laboratories, Bar Harbor, Maine) and their thioglycolate-stimulated peritoneal macrophages.
The Cal 10 meningopneumonitis strain of C. psittaci used in these investigations was propagated, harvested, purified, and titrated for infectivity as previously described (21, 22) .
In the in vivo studies, C3H/HeN and C3H/HeJ mice, in groups of five, were injected intravenously with EB in 0.1% sodium carbonate (0.2 ml/mouse). The time interval to death for each animal was recorded, and the mean time interval to death for each group of mice was determined. In each of two separate experiments (Table 1) , endotoxin-responsive, as well as endotoxin-nonresponsive, mice succumbed to toxic death, and there was no significant difference in the time interval to death between the two mouse strains. Control animals receiving injections of carbonate alone exhibited no pathological symptoms. These data suggest that the in vivo toxicity of the Cal 10 meningopneumonitis strain of C. psittaci EB is probably not a function of endotoxic LPS in the infectious agent. This is consistent with previous reports which noted several characteristics of chlamydial toxicity quite atypical of gram-negative endotoxicity, including heat lability (10, 12, 17, 18, 22) and the ability to form a toxoid with Formalin (8, 12) . Interestingly, the antigenicity of the putative chlamydial toxic factor is quite heat stable (19) .
In the in vitro studies, the toxicity of EB for thioglycolate-stimulated, cultured mouse peritoneal macrophages was assayed as previously described (22) . EB were inoculated onto monolayers of macrophages, 5 x 10' per 35-mm plastic culture dish, at a multiplicity of infection of 250:1. The release of lactate dehydrogenase (LDH) into the culture medium was monitored as an index of macrophage damage (2) . The results of four independent experiments (Fig. 1 ) demonstrate that macrophages from both strains of mice exhibited immediate cytotoxicity to the EB, although the level of the cytotoxic response in the C3H/HeN mice was consistently slightly greater (less than twofold) than that in the C3H/HeJ macrophages. Furthermore, the (Fig. la and c) . Other researchers have reported similar findings with chlamydiae linking viability with toxicity (10, 12) .
Although the difference in LDH release between the macrophages of the two mouse strains was relatively slight, at least a partial role for chlamydial LPS in the in vitro cytotoxic response cannot be ruled out. Indeed, Glode et al. (6) have demonstrated for certain preparations of endotoxin that C3H/HeN peritoneal macrophages exhibit only a two-to threefold-greater cytotoxic response than C3H/HeJ macrophages. The in vitro toxicity of chlamydiae for L cells (10) and for macrophages (17, 22) is abolished by relatively mild heating at 600C for 3 to 5 min.
This would seem to indicate that chlamydial cytotoxicity for macrophages is not LPS related. However, although the heat stability of endotoxin with respect to its in vivo toxicity is well documented, the effect of heat on LPS in vitro toxicity for macrophages is unknown. Furthermore, the in vitro-cultured macrophage is an isolated cell in an artificial environment, and a strict a priori correlation with the in vivo situation is not tenable. Therefore, definitive conclusions cannot yet be drawn concerning the involvement of LPS in chlamydial macrophage cytotoxicity.
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